, CRP positively associates with future stroke. In virtually all studies with adequate power, this association is independent of traditional risk factors. For example, the Framingham Study reported a fully adjusted relative risk of future ischemic stroke of 2.1 (95% CI, 1.2-3.8) for women and 1.6 (95% CI, 0.9 -3.1) for men in the highest versus the lowest quartiles of CRP, whereas the ARIC study reported a relative risk of future stroke of 1.9 (95% CI, 1.1-3.1) for those with CRP Ͼ3.0 mg/L. 3, 4 In the Women's Health Study, the risk of future stroke for women in the highest versus the lowest tertiles of CRP was 1.9 (95% CI, 1.3-3.0) and was even higher for those women not using hormone therapy. 5 Blankenberg and Yusuf also write that data from the Pravastatin or Atorvastatin Evaluation and Infection Therapy (PROVE IT) trial, regarding the role of CRP among patients treated with statin therapy, have not been reproduced, although fully confirmatory analyses using clinical and ultrasound end points have already been published by the Aggrastat to Zocor (A to Z) and Reversal of Atherosclerosis With Aggressive Lipid Lowering (REVERSAL) investigators.
Blankenberg and Yusuf also write that data from the Pravastatin or Atorvastatin Evaluation and Infection Therapy (PROVE IT) trial, regarding the role of CRP among patients treated with statin therapy, have not been reproduced, although fully confirmatory analyses using clinical and ultrasound end points have already been published by the Aggrastat to Zocor (A to Z) and Reversal of Atherosclerosis With Aggressive Lipid Lowering (REVERSAL) investigators.
Finally, the statement by Blankenberg and Yusuf that all prospective, population-based studies have "failed to demonstrate an improved incremental value of CRP in predicting cardiovascular disease when added to other risk factors" is at odds with the published literature. For example, the addition of CRP resulted in 20% to 30% of those at intermediate risk by Framingham criteria being correctly reclassified at higher or lower risk, an impact greater than that of lipid levels. 6 Similarly, in a major European prospective study using contemporary data, the impact of CRP on risk matched or exceeded those of all other traditional risk factors. 7 Perhaps Blankenberg and Yusuf intended to argue that the c statistic is only marginally increased in predictive models incorporating CRP-a statement with which we agree. However, the c statistic is designed for retrospective case-control studies or for diagnostic testing where the outcome in known-not for prospective cohort settings, where the probability of future events is the focus. Also, cholesterol, blood pressure, and smoking have only marginal impact on the c statistic in prospective cohort studies. As such, use of the c statistic as a tool to select variables for risk-prediction models is ill advised, because it would force the elimination of proven risk factors from our models of global cardiovascular risk. 8 
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